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Supplementary Table S1. Baseline characteristics of the patients with ischemic stroke

n=1368

Male 803 (58.7)
Age, median (IQR) 67.3 (56.5-77.2)
Cardiovascular history:

- Previous stroke 331/1307 (25.3)
Cardiovascular risk factors:

- Hypertension 750/1351 (55.5)

- Hyperlipidemia 432/1336 (32.3)

- Diabetes mellitus 209/1355 (15.4)

- Smoking 392/1287 (30.5)

- Family history 336/987 (34.0)

- Body mass index, mean (SD)* 26.3 (4.4)
TOAST classification:

- Large artery atherosclerosis 362/1347 (26.9)

- Small vessel occlusion 287/1347 (21.3)

- Cardioembolic stroke 221/1347 (16.4)

- Other determined stroke 101/1347 (7.5)

- Undetermined stroke 376/1347 (27.9)

Data are in number (%) unless otherwise specified. IQR, interquartile range; SD, standard deviation.

* Percentage of missing values was 26.9.



Supplementary Table S2. Results of replication of previously established SNPs with ischemic stroke and its subtypes excluding individuals with missing genotypes

Phenotype SNP Nearest gene Chr. Base pair Previously reported Ref. Cases/ Risk  RAF RAF cases/ Power Adj.OR p-valuet
position association Controls allele GoNL  controls (%) (95% ChH*
Overall IS 152200733 PITX2 4q25 110789013  1.25 (1.15-1.37), 1292/1416 T 0.10 0.11/0.10 11 1.05 1.00
p=3.14x107 (0.89-1.25)
Overall IS 15505922 ABO 9q34 136149229  1.07 (1.03-1.11), 1292/1416  C 0.34 0.33/032 37 1.08 0.85
p =0.0006 (0.96-1.21)
Overall IS 1510744777  ALDH?2 12q24 111795214 1.10(1.07-1.13) 1292/1416 T 0.65 0.67/0.66 7 1.02 1.00
p=7.12x10" (0.91-1.14)
Overall IS 157193343 ZFHX3 16q22 72995261 1.11 (1.04-1.17), 1292/1416 T 0.17 0.20/0.17 94 121 0.070
p=0.00054 (1.05-1.39)
LAA 1512122341 TSPAN2 1p13.2 115113069  1.19 (1.12-1.26), 346/1416 G 0.26 0.26/024 34 1.13 0.90
p=130x10" (0.93-1.37)
LAA 15556621 SUPT3H/ 6p21.1 44626422 1.62 (1.36-1.93), 346/1416 T 0.30 0.28/0.32 38 0.88 0.84
CDC5L p=3.92x10" (0.73-1.06)
LAA 1511984041  HDACY 7p21.1 18992312 1.42 (1.28-1.57), 346/1416 T 0.09 0.13/0.10 84 1.35 0.20
p=187x10" (1.04-1.74)
LAA 152107595 HDACY 7p21.1 19009765 1.39 (1.27-1.53), 346/1416 A 0.14 0.20/0.17 63 1.22 0.50
p=2.03x10"° (0.98-1.51)
LAA 152383207 CDKN2B-ASI ~ 9p21.3 22115960 1.16 (1.04-1.29), 346/1416 G 0.50 0.53/048 79 1.23 0.17
p=0.0083 (1.03-1.46)
LAA 15505922 ABO 9q34 136149229  1.23 (1.07-1.18), 346/1416  C 0.34 0350032 47 1.15 0.74
p=0.001 (0.97-1.37)
SVD 1510744777  ALDH? 12q24 111795214  1.17 (1.11-1.23), 270/1416 T 0.65 0.69/0.66 33 1.13 0.98
p=292x10" (0.93-1.37)
CE 152634074  PITX2 4q25 110755885  1.33(1.24-1.42), 212/1416 T 0.18 0.26/0.19 96 1.47 0.0159



CE 1s2200733 PITX2
CE 1s505922 ABO
CE 157193343 ZFHX3

p=152x10"°
1.54(1.33-1.78), 2 212/1416
p=238.05x10"
113 (1.11-1.15), 8 212/1416
p=<0.001
122 (1.10-135), 9 212/1416
p=0.00021

T
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(1.16-1.88)
1.32
(0.97-1.80)
1.19
(0.95-1.48)
1.60
(1.24-2.06)

0.51
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0.0021

SNP; single nucleotide polymorphism; Chr, chromosome; LAA, large artery atherosclerosis; IS, ischemic stroke; CE, Cardioembolism; SVD, small vessel disease; Ref, reference;

RAF, risk allele frequency; GoNL, Genome of the Netherlands; Adj, adjusted; OR, odds ratio; CI, confidence interval.

* Adjusted for sex and age.

1 Calculated by permutation.
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